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Inhibition of complement activity by humanized anti-C5 antibody 

and single-chain Fv. 
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Michelle A; Hartman Sandra L; Elliott Eileen A; Nye Steven H; Matis Louis 
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0190050 DBA Accession No. : 96-00821 PATENT 

Treating glomerulonephritis with antibody against complement-C5 

component - antiinflammatory monoclonal antibody production from 
hybridoma cell culture, and Fv single chain antibody engineering 

AUTHOR: Evans M J; Matis L; Mueller E E; Nye S H; Rollins S; Rother 
P; Springhorn J P; Squinto S P; Thomas T C; Wang Y; Wilkins J A 

CORPORATE SOURCE: New Haven, CT, USA. 

PATENT ASSIGNEE: Alexion-Pharm. 1995 

PATENT NUMBER: WO 9529697 PATENT DATE: 951109 WPI ACCESSION NO.: 

95-392923 (9550) 
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NATIONAL APPLIC. NO.: WO 95US5688 APPLIC. DATE: 950501 
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2/7/1 (Item 1 from file: 5) 

DIALOG (R) File 5:Biosis Previews (R) 
(c) 2000 BIOSIS. All rts. reserv. 

08377954 BIOSIS NO.: 000094108458 

FORMATION AND STRUCTURE OF THE C5B-7 COMPLEX OF THE LYTIC PATHWAY OF 

COMPLEMENT 
AUTHOR: DISCIPIO R G 

AUTHOR ADDRESS: DEP. IMMUNOLOGY IMM18, RESEARCH INSTITUTE SCRIPPS CLINIC, 

10666 N. TORREY PINES RD., LA JOLLA, CALIF. 92037. 
JOURNAL: J BIOL CHEM 267 (24). 1992. 17087-17094. 
FULL JOURNAL NAME: Journal of Biological Chemistry 
CODEN: JBCHA 
RECORD TYPE: Abstract 
LANGUAGE: ENGLISH 

ABSTRACT: The formation and structure of the complement cytolytic 

intermediary complex, C5b-7, were studied with the aim of determining the 
interactive regions of C5, C6, and C7 . The structure of human complement 
component C5 was elucidated by the application of limited proteolysis 
which generated well characterized major polypeptide fragments of this 
molecule. Plasmin, thrombin, and kallikrein cleave C5b with greater 
facility than C5 . The most useful cleavage of C5b was effected by plasmin 
because the fragmentation pattern was similar to the processing the C3b 
by factors H, I, and kallikrein. Plasmin hydrolyzes peptide bonds within 
the . alpha . 1 -chain of C5b, resulting in a four-chain fragment, C5c (Mr = 
142,000), and a single chain fragment, C5d (Mr = 43,000). Circular 
dichroism spectroscopic analyses indicated that C5d is substantially 
richer in . alpha . -helical content than is C5c (27 versus 9%). Polyclonal 
antibodies directed against C5c blocked the interaction of C5b-6 
with C7, whereas antibodies directed against C5d inhibited the 
binding of C5 with C3b. Chemical cross-linking using a cleavable 
radioiodinated photoreactive reagent revealed that both C6 and C7 



associate preferentially with the . alpha . 1 -chain of C5b. The 
reversible interactions of C5 with C6, C7, and major polypeptide 
fragments derived from these were investigated with solid phase binding 
assays. The results indicate that the carboxyl-terminal domains of C6 and 
C7, which have cysteine-rich modules homologous to those found in factors 
H and I, have the capacity to link specifically with C5. 



2/7/2 (Item 1 from file: 357) 

DIALOG (R) File 357:Derwent Biotechnology Abs 
(c) 2000 Derwent Publ Ltd. All rts . reserv. 

0190050 DBA Accession No.: 96-00821 PATENT 

Treating glomerulonephritis with antibody against complement-C5 component 
- antiinflammatory monoclonal antibody production from hybridoma cell 

culture, and Fv single chain antibody engineering 
AUTHOR: Evans M J; Matis L; Mueller E E; Nye S H; Rollins S; Rother R 

P; Springhorn J P; Squinto S P; Thomas T C; Wang Y; Wilkins J A 
CORPORATE SOURCE: New Haven, CT, USA. 
PATENT ASSIGNEE: Alexion-Pharm . 1995 

PATENT NUMBER: WO 9529697 PATENT DATE: 951109 WPI ACCESSION NO. : 

95-392923 (9550) 
PRIORITY APPLIC. NO. : US 236208 APPLIC. DATE: 940502 
NATIONAL APPLIC. NO.: WO 95US5688 APPLIC. DATE: 950501 
LANGUAGE: English 

ABSTRACT : A new method for therapy of glomerulonephritis involves 
introduction of an antibody (Ab) that binds to complement-C5 into the 
bloodstream, to reduce the cell-lysing ability of complement present in 
the blood. The Ab reduces conversion of complement-C5 to complement-C5a 
and -C5b. The Ab may bind to C5b, and does not inhibit formation of 
complement-C3b. The Ab may inhibit binding of C5 to complement-C3 or 
complement-C4, by binding with a 5G46k, 5G27k, 5G325aa, 5G200aa or 
KSSKC peptide fragment. A complete blockade of complement hemolytic 
activity may occur. A monoclonal Ab (MAb) against human complement- 
C5 alpha-chain or a peptide fragment, produced by 
hybridoma 5G1.1 (ATCC HB 11625) is new. DNA encoding an Fv single chain 
antibody with specified variable region light chain and heavy 
chain sequences (including complementarity determining region-1, -2 and 
-3) and an optional human constant domain is claimed, and may be 
inserted in a vector for expression in a recombinant host cell. The MAb 
eliminates glomerular inflammation and enlargement, and may also be 
used in therapy of inflammatory joint disease or immunological or blood 
disorders . ( 181pp) 
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5/7/52 (Item 2 from file: 357) 

DIALOG (R) File 357 : Derwent Biotechnology Abs 
(c) 2000 Derwent Publ Ltd. All rts. reserv. 

0117029 DBA Accession No.: 91-04671 PATENT 

Sensitive assay of complement-C5a peptide or des-Arg derivative - new 

monoclonal antibody, anti-idiotype monoclonal antibody and hybridoma 
PATENT ASSIGNEE: Goetze 0 1991 

PATENT NUMBER: EP 411306 PATENT DATE: 910206 WPI ACCESSION NO.: 91-038259 
(9106) 

PRIORITY APPLIC. NO.: DE 3924924 APPLIC. DATE: 890727 
NATIONAL APPLIC. NO. : EP 90111920 APPLIC. DATE: 900622 
LANGUAGE: German 

ABSTRACT: A method for the detection and/or quantitative determination of 
the complement peptides C5a and/or C5a-des-Arg (C5a f ) in biological 
fluid comprises immobilized antibodies (Ab 1) which bind C5a and C5a f , 
and second detectable antibodies (Ab 2) which bind to C5a and/or CSa 1 
bound to the first antibodies. The following are claimed: (1) 
cell lines producing monoclonal antibodies (MAbs) which bind to 
the receptor-binding sites in C5a and C5a f but not with the 
corresponding amino acid sequence in native C5; (2) MAbs produced 
by these cell lines; (3) anti-idiotype (AIAb) against MAb produced by 
the specified cell lines; and (4) the cell line CNCM 1-188 which 
produces AIAb F23/14. Ab 1 and Ab 2 are MAbs produced in mice or 
humans, and are MAb C17/5 (produced by the cell line CNCM 1-887) and 
MAb G25/2 (produced by the cell line CNCM 1-889), respectively. 
Compositions containing the MAbs can be used to treat and prevent 
diseases associated with elevated C5a levels in the blood or other 
disorders related to intra- or extra-vascular complement activation. 
AIAb can be used to block reaction of C5a with its receptors. (27pp) 



03412845 EMBASE No: 1987165422 

Rapid and simple measurement of human C5a-des-Arg level in plasma or 
serum using monoclonal antibodies 

Takeda J.; Kinoshita T . ; Takata Y./ et al . 

Department of Bacteriology, Osaka University Medical School, Suita, Osaka 
565 Japan 

Journal of Immunological Methods ( J. IMMUNOL. METHODS ) (Netherlands) 

1987, 101/2 (265-270) 

CODEN: JIMMB 

DOCUMENT TYPE: Journal 

LANGUAGE : ENGLISH 

A new sandwich immunoassay method for measuring human C5a-des-Arg was 
developed using monoclonal antibody specifically reactive with C5a-des-Arg. 
Monoclonal antibodies were obtained from a panel of hybridomas produced by 
fusion of mouse myeloma cells, P3 x 63-AG8,653, with spleen cells from a 
CBFl(C57BL/6 x BALB/c) mouse immunized with purified C5a. The 
reactivities of these monoclonal antibodies against C5a, 
C5a-des-Arg and C5 were tested by solid-phase radioimmunoassay. 
One of the antibodies reacted with C5a-des-Arg, but not with 
C5a and C5 . By use of this antibody for capturing 
antibody in sandwich immunoassay, a rapid and simple method was 
developed for measuring C5a-des-Arg without previous removal of 
C5. The sensitivity of this assay system was approximately 1 ng/ml 



5/7/35 (Item 4 from file: 73) 

DIALOG (R) File 7 3 : EMBASE 

(c) 2000 Elsevier Science B.V. All rts. reserv. 

07290420 EMBASE No: 1998173819 

Immunotherapy for autoimmune and inflammatory renal diseases 
Jayne D.R.W. 

D.R.W. Jayne, Division of Renal Medicine, St George's Hospital Medical 
School, London SW17 ORE United Kingdom 
AUTHOR EMAIL: djayne@sghms.ac.uk 

Current Opinion in Nephrology and Hypertension ( CURR. OPIN. NEPHROL. 

HYPERTENS . ) (United Kingdom) 1998, 7/3 (311-315) 

CODEN: CNHYE ISSN: 1062-4821 

DOCUMENT TYPE: Journal; Article 

LANGUAGE: ENGLISH SUMMARY LANGUAGE: ENGLISH 

NUMBER OF REFERENCES: 4 6 

New treatments for autoimmune renal disease are required, and a 
developing knowledge of its underlying immunopathogenesis has identified 
sites where immunotherapy is likely to be effective. Experience with 
intravenous immunoglobulin and lymphocyte depletion by monoclonal 
antibodies in systemic vasculitis and systemic lupus erythematosus is 
awaiting confirmation by randomized trials. Treatments at or near clinical 
testing include monoclonal antibody blockade of leucocyte-endothelial 
interactions and CD40 mediated B-cell activation, and immunoablation with 
autologous stem- cell transplantation for more severe multisystem 
autoimmune disease. 



06268778 BIOSISNO.: 000086102961 

DETECTION OF NATIVE HUMAN COMPLEMENT COMPONENTS C3 AND C5 AND THEIR 
PRIMARY ACTIVATION PEPTIDES C3A AND C5A ANAPHYLATOXIC PEPTIDES BY 
ELISA WITH MONOCLONAL ANTIBODIES 

AUTHOR: KLOS A; IHRIG V; MESSNER M; GRABBE J; BITTER-SUERMANN D 

AUTHOR ADDRESS: INST. MED. MICROBIOLOGY, HOCHHAUS AM AUGUSTUSPLATZ , 6500 
MAINZ , WEST GERMANY. 

JOURNAL: J IMMUNOL METHODS 111 (2). 1988. 241-252. 

FULL JOURNAL NAME: Journal of Immunological Methods 

CODEN: JIMMB 

RECORD TYPE: Abstract 

LANGUAGE: ENGLISH 

ABSTRACT: Monoclonal antibodies (mAbs) were raised against human C3a, C3b, 
C5a, and C5b after immunization of BALB/c mice with the native components 
C3 and C5 . Using different combinations of these mAbs we have developed 
four sensitive sandwich-enzyme-linked immunosorbent assays (ELISAs) for 
the detection of native C3 or C5 in samples with low concentrations of 
these proteins, e.g., in cell culture supernatants or synovial fluids and 
cerebrospinal fluids (CSF) and for the detection of the anaphylatoxic 
peptides (AT-peptides ) C3a or C5a in human EDTA-plasma. The C3- and 
C5-ELIS as were found to be specific for the uncleaved complement 
proteins. Two different anti-C3a or anti-C5a mAbs were combined for the 
C3a- and C5a-eLISA. Before assaying a sample in the C3a- or C5a-ELISA a 
precipitation step to eliminate uncleaved C3 and C5 was necessary. The 
sensitivity and specificity of the four ELISAs were treated with purified 
antigens and EDTA-plasma or Cobra venom factor-activated EGTA-plasma 
samples as a source of C3a and C5a. The detection limits were 1 ng/ml for 
C3, 1 ng/ml for C3a, 2 ng/ml for C5, and 100 pg/ml for C5a . Plasma 
samples from patients undergoing cardiopulmonary bypass (CPB) surgery 
were used as a source of pathological material. 



10225205 BIOSISNO.: 199698680123 

In vitro and in vivo inhibition of complement activity by a single-chain Fv 

fragment recognizing human C5. 
AUTHOR : Evans Mark J (a); Rollins Scott A; Wolff Dennis W; Rother Russell P; 

Norin Allen J; Therrien Denise M; Grijalva Galo A; Mueller John P; Nye 

Steven H; Squinto Stephen P; Wilkins James A 
AUTHOR ADDRESS: (a)Dep. Molecular Dev., Alexion Pharmaceuticals, 25 Science 

Park, New Haven, CT 06511**USA 
JOURNAL: Molecular Immunology 32 (16) :pll83-1195 1995 
ISSN: 0161-5890 
DOCUMENT TYPE: Article 
RECORD TYPE: Abstract 
LANGUAGE: English 

ABSTRACT: Complement activation has been implicated in the pathogenesis of 
several human diseases. Recently, a monoclonal antibody (N19-8) 
that recognizes the human complement protein C5 has been shown to 
effectively block the cleavage of C5 into C5a and C5b, 
thereby blocking terminal complement activation. In this study, a 
recombinant N19-8 scFv antibody fragment was constructed from the 
N19-8 variable regions, and produced in both mammalian and bacterial 
cells. The N19-8 scFv bound human C5 and was as potent as the N19-8 
monoclonal antibody at inhibiting human C5b-9-mediated hemolysis of 
chicken erythrocytes. In contrast, the N19-8 scFv only partially retained 
the ability of the N19-8 monoclonal antibody to inhibit C5a generation. 
To investigate the ability of the N19-8 scFv to inhibit 

complement-mediated tissue damage, complement-dependent myocardial injury 
was induced in isolated mouse hearts by perfusion with Krebs-Henseleit 
buffer containing 6% human plasma. The perfused hearts sustained 
extensive deposition of human C3 and C5b-9, resulting in increased 
coronary artery perfusion pressure, end-diastolic pressure, and a 
decrease in heart rate until the hearts ceased beating approximately 10 
min after the addition of plasma. Hearts treated with human plasma 
supplemented with either the N19-8 monoclonal antibody or the N19-8 scFv 
did not show any detectable changes in cardiac performance for at least 1 
hr following the addition of plasma. Hearts treated with human plasma 
alone showed extensive deposition of C3 and C5b-9, while hearts treated 
with human plasma containing the N19-8 scFv showed extensive deposition 
of C3, but no detectable deposition of C5b-9. Administration of a 100 mg 
bolus dose of N19-8 scFv to rhesus monkeys inhibited the serum hemolytic 
activity by at least 50% for up to 2 hr. Pharmacokinetic analysis of 
N19-8 scFv serum levels suggested a two-compartment model with a 
T-l/2-alpha of 27 min. Together, these data suggest the recombinant N19-8 
scFv is a potent inhibitor of the terminal complement cascade and may 
have potential in vivo applications where short duration inhibition of 
terminal complement activity is desirable. 
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ABSTRACT: Activated components of the complement system are potent 

mediators of inflammation that may play an important role in numerous 
disease states. For example, they have been implicated in the 
pathogenesis of inflammatory joint diseases including rheumatoid 
arthritis (RA) . To target complement activation in immune-mediated joint 
inflammation, we have utilized monoclonal antibodies (mAbs) that 
inhibit the complement cascade at C5, blocking the generation of 
the major chemotactic and proinflammatory factors C5a and C5b-9. In 
this study, we demonstrate the efficacy of a mAb specific for murine 
C5 in the treatment of collagen-induced arthritis, an animal model 
for RA. We show that systemic administration of the anti-C5 mAb 
effectively inhibits terminal complement activation in vivo and prevents 
the onset of arthritis in immunized animals. Most important, anti-C5 mAb 
treatment is also highly effective in ameliorating established disease. 
These results demonstrate a critical role for activated terminal 
complement components not only in the induction but also in the 
progression of collagen-induced arthritis and suggest that C5 may be an 
attractive therapeutic target in RA. 
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ABSTRACT: New Zealand black times New Zealand white (NZB/W) F-l mice 

spontaneously develop an autoimmune syndrome with notable similarities to 
human systemic lupus erythematosus. Female NZB/W F-l mice produfce high 
titers of antinuclear antibodies and invariably succumb to severe 
glomerulonephritis by 12 months of age. Although the development of the 
immune-complex nephritis is accompanied by abundant local and systemic 
complement activation, the role of proinflammatory complement components 
in disease progression has not been established. In this study we have 
examined the contribution of activated terminal complement proteins to 
the pathogenesis of the lupus-like autoimmune disease. Female NZB/W F-l 
mice were treated with a monoclonal antibody (mAb) specific for the 
C5 component of complement that blocks the cleavage of C5 and 
thus prevents the generation of the potent proinflammatory factors 
C5a and C5b-9. Continuous therapy with anti-C5 mAb for 6 
months resulted in significant amelioration of the course of 
glomerulonephritis and in markedly increased survival. These findings 
demonstrate an important role for the terminal complement cascade in the 
progression of renal disease in NZB//W F-l mice, and suggest that 
mAb-mediated C5 inhibition may be a useful approach to the therapy of 
immune-complex glomerulonephritis in humans. 
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ABSTRACT: Background-Myocardial ischemia and reperfusion (MI/R) -induced 
tissue injury involves necrosis and apoptosis. However, the precise 
contribution of apoptosis to cell death, as well as the mechanism of 
apoptosis induction, has not been delineated. In this study, we sought to 
define the contribution of the activated terminal complement components 
to apoptosis and necrosis in a rat model of MI/R injury. Methods and 
Results-Monoclonal antibodies (mAbs; 18A and 16C) raised against 
the rat C5 complement component bound to purified rat C5 
(ELISA) . 18A effectively blocked C5b-9-mediated cell lysis and C5a 
-induced chemotaxis of rat polymorphonuclear leukocytes (PMNs), whereas 
16C had no complement inhibitor activity. A single dose (20 mg/kg IV) of 
18A blocked >80% of serum hemolytic activity for >4 hours. Administration 
of 18A before myocardial ischemia (30 minutes) and reperfusion (4 hours) 
significantly reduced (91%) left ventricular free wall PMN infiltration 
compared with 16C treatment. Treatment with 18A 1 hour before ischemia or 
5 minutes before reperfusion significantly reduced infarct size compared 
with 16C treatment. A significant reduction in infarct size (42%) was 
also observed in 18A-treated rats after 30 minutes of ischemia and 7 days 
of reperfusion. DNA ladders and DNA labeling (eg, TUNEL assay) 
demonstrated a dramatic reduction in MI/R-induced apoptosis in 
18A-treated compared with 16C-treated rats. Conclusions-Anti-C5 therapy 
in the setting of MI/R significantly inhibits cell apoptosis, necrosis, 
and PMN infiltration in the rat despite C3 deposition. We conclude that 
the terminal complement components C5a and C5b-9 are key mediators of 
tissue injury in MI/R. 
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ABSTRACT: Inappropriate or excessive activation of the complement system 
can lead to harmful, potentially life-threatening consequences due to 
severe inflammatory tissue destruction. These consequences are. clinically 
manifested in various disorders, including septic shock, multiple organ 
failure and hyperacute graft rejection. Genetic complement deficiencies 
or complement depletion have been proven to be beneficial in reducing 
tissue injury in a number of animal models of severe complement-dependent 
inflammation. It is therefore believed that therapeutic inhibition of 
complement is likely to arrest the process of certain diseases. Attempts 
to efficiently inhibit complement include the application of endogenous 
soluble complement inhibitors (Cl-inhibitor , recombinant soluble 
complement receptor 1-rsCRl), the administration of antibodies, 
either blocking key proteins of the cascade reaction (e.g. C3, C5) , 
neutralizing the action of the complement-derived anaphylatoxin C5a 
, or interfering with complement receptor 3 (CR3, CD 18/llb) -mediated 
adhesion of inflammatory cells to the vascular endothelium. In addition, 
incorporation of membrane-bound complement regulators (DAF-CD55, 
MCP-CD4 6, CD59) has become possible by transfection of the correspondent 
cDNA into xenogeneic cells. Thereby, protection against 
complement-mediated inflammatory tissue damage could be achieved in 
various animal models of sepsis, myocardial as well as intestinal 
ischemia/reperf usion injury, adult respiratory distress syndrome, 
nephritis and graft rejection. Supported by results from first clinical 
trials, complement inhibition appears to be a suitable therapeutic 
approach to control inflammation. Current strategies to specifically 
inhibit complement in inflammation have been discussed at a recent 
meeting on the 'Immune Consequences of Trauma, Shock and Sepsis 1 , held 
from March 4-8, 1997, in Munich, • Germany . The Congress (chairman: E. 
Faist, Munich, Germany), which was held in close cooperation with 
various national and international shock and trauma societies, was 
attended by about 2000 delegates from 40 countries. The major objective 
of the meeting was to provide an overview on the most state-of-the-art 
methods to prevent multiple organ dysfunction syndrome (MODS) /multiple 
organ failure (MOF) following the systemic inflammatory response (SIRS) 
to severe trauma. One of the largest symposia held within the Congress 
was devoted to current aspects of controlling complement in inflammation 
(for abstracts see: Shock 1997, 7 Suppl . , 71-75). After providing the 
audience with information on the scientific background by addressing the 
clinical relevance of complement activation (G.O. Till, Ann Arbor, MI, 
USA) and discussing recent developments in modern complement diagnosis 
(J. Kohl, Hannover, Germany), B.P. Morgan (Cardiff, UK) introduced the 
symposium's special issue by giving an overview on complement regulatory 
molecules. Selected topics included overviews on the application of CI 
inhibitor (C.E. Hack, Amsterdam, NL) , sCRI (U.S. Ryan, .Needham, MA, USA), 



antibodies to C5 (Y. Wang, New Haven CT, USA) and to the 
anaphylatoxin C5a (M. Oppermann, Gottingen, Germany), and a report 
on complement inhibition in cardiopulmonary bypass (T.E. Mollnes, Bodo, 
Norway) . The growing interest of clinicians in complement-directed 
anti-inflammatory therapy, and the fact that only some of the various 
aspects of therapeutic complement inhibition could be addressed on the 
meeting, has motivated the author to expand a Congress report into a 
short comprehensive review on recent strategies to control complement i 
inflammation . 
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ABSTRACT: Activation of the complement system contributes significantly to 
the pathogenesis of numerous acute and chronic diseases. Recently, a 
monoclonal antibody (5G1.1) that recognizes the human complement 
protein C5, has been shown to effectively block C5 cleavage, 
thereby preventing the generation of the pro-inflammatory complement 
components C5a and C5b-9. Humanized 5G1.1 antibody, Fab and 
scFv molecules have been produced by grafting the complementarity 
determining regions of 5G1 . 1 on to human framework regions. Competitive 
ELISA analysis indicated that no framework changes were required in the 
humanized variable regions for retention of high affinity binding to C5, 
even at framework positions predicted by computer modeling to influence 
CDR canonical structure. The humanized Fab and scFv molecules blocked 
complement-mediated lysis of chicken erythrocytes and porcine aortic 
endothelial cells in a dose-dependent fashion, with complete complement 
inhibition occurring at a three-fold molar excess, relative to the human 
C5 concentration. In contrast to a previously characterized anti- 
C5 scFv molecule, the humanized hSGl.l scFv also effectively 
blocked C5a generation. Finally, an intact humanized h5Gl . 1 
antibody blocked human complement lytic activity at concentrations 
identical to the original murine monoclonal antibody. These results 
demonstrate that humanized hSGl.l and its recombinant derivatives retain 
both the affinity and blocking functions of the murine 5G1 . 1 antibody, 
and suggest that these molecules may serve as potent inhibitors of 
complement-mediated pathology in human inflammatory diseases. 
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ABSTRACT: New Zealand black times New Zealand white (NZB/W) F-l mice 

spontaneously develop an autoimmune syndrome with notable similarities to 
human systemic lupus erythematosus. Female NZB/W F-l mice produce high 
titers of antinuclear antibodies and invariably succumb to severe 
glomerulonephritis by 12 months of age. Although the development of the 
immune-complex nephritis is accompanied by abundant local and systemic 
complement activation, the role of proinflammatory complement components 
in disease progression has not been established. In this study we have 
examined the contribution of activated terminal complement proteins to 
the pathogenesis of the lupus-like autoimmune disease. Female NZB/W F-l 
mice were treated with a monoclonal antibody (mAb) specific for the 
C5 component of complement that blocks the cleavage of C5 and 
thus prevents the generation of the potent proinflammatory factors 
C5a and C5b-9. Continuous therapy with anti-C5 mAb for 6 
months resulted in significant amelioration of the course of 
glomerulonephritis and in markedly increased survival. These findings 
demonstrate an important role for the terminal complement cascade in the 
progression of renal disease in NZB//W F-l mice, and suggest that 
mAb-mediated C5 inhibition may be a useful approach to the therapy of 
immune-complex glomerulonephritis in humans. 



